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DETAILED ACTION 

Election/Restrictions 

1. Applicant's election with traverse of claims 1-7 and of the antisense 
polynucleotide as the species of active agent and acute myelogenous leukemia as the 
disease in the reply filed on 02/22/2008 is acknowledged. Applicant also cancelled 
claims 1, 4, 6, 12, 25, 32, 44, and 48 and amended claims 2, 5, 9-10, 13-14, 16-17, 24, 
26-27, 29-31, 33-34, 36-37, 41-42, 45-46, 49-50, 52-53, 56-57, 60 and 62. The traversal 
is on the grounds that, in view of the amendments, Applicant submits that the claims 
share a common technical feature and exhibit a single general inventive concept. This 
is not found persuasive because as iterated in the election /restriction requirement sent 
on 01/22/2008, the claims, as originally filed, lacked unity because inhibitors of 
Caspase-8 and therapeutical methods of use for them were known in the art as 
evidenced by Golec et al. (WO/01/10383, 02/15/2001 ). 

The requirement is still deemed proper and is therefore made FINAL. 

Status of the claims 

2. Claims 2, 3, 5, 7-11, 13-24, 26-31, 33-43, 45-47, and 49-62 are pending. Claims 
5, 7-11, 13-24, 26-31, 33-43, 45-47 and 49-62 are withdrawn as being drawn to non- 
elected subject matter. Claims 2 and 3 are under examination. 

Claim Rejections - 35 USC §112 

3. The following is a quotation of the first paragraph of 35 U.S. C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4. Claim 3 is rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for inhibiting hematopoiesis by down regulating the 
expression of caspase 8 with particular antisense oligonucleotides (a for instance the 
sequences used by Zhang et al., see infra), does not reasonably provide enablement for 
a specific untested antisense sequence. The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. 

The factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is "undue" 
include, but are not limited to: 

1) nature of the invention, 2) state of the prior art, 3) relative skill of those in the art, 4) 
level of predictability in the art, 5) existence of working examples, 6) breadth of claims, 
7) amount of direction or guidance by the inventor, and 8) quantity of experimentation 
needed to make or use the invention. In re Wands, 858 F.2d 731 , 737, 8 USPQ2d 1400, 
1404 (Fed. Cir. 1988). 

The claim is drawn to a method of inhibiting hematopoiesis in a subject 
comprising down regulating an expression or activity of caspase-8 by an antisense 
polynucleotide capable of specifically hybridizing with an mRNA transcript encoding 
caspase-8 having the sequence of Seq. Id. No.: 16. 
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The field of inhibition of protein expression and/or activity by using antisense 
oligonucleotides is advanced but however unpredictable (see for instance Ulanova et 
al., BioDrugs, 20, 1-11, 2006). The critical issues are the selection of the target and the 
specificity of the binding of the oligonucleotide to the target, the delivery of the 
oligonucleotide to a particular cell and the stability of the oligonucleotides once 
delivered to the cell. All these steps imply a considerable amount of experimentation. 
Even with the improvements noted in the art for issues like delivery and oligonucleotide 
stability, a remaining issue that is dealt with by experimentation only is target selection 
and specificity. Even if, by in silico methods, a person of ordinary skill in the art would 
have a number of sites in the mRNA of the molecule that is desired to be down 
regulated, it still needs a considerable amount of experimental validation. This is more 
acute in the case of the instant Application, in which no working examples are 
presented with respect to the use of any oligonucleotide for down regulating caspase-8. 
The guidance provided with respect to the effects of down regulating Caspase-8 refers 
to knocking out the gene in mice. From here, Applicant tries to infer that by using 
oligonucleotides of Seq. Id. No.: 16, one can achieve the same effect. By knocking out 
of a gene one would infer that the mRNA for the gene is not transcribed so that factors 
that are introduced when an antisense oligonucleotide is used (for instance non-specific 
binding, inefficient down regulation due to a poor choice of region to be bound) are not 
considered. For these reasons, it is considered that the use of an oligonucleotide of 
Seq. Id. No. 16 for down regulation of the expression of caspase-8 would entail an 
amount of experimentation that is considered undue. Therefore, only experimentally 
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tested antisense oligonucleotides but not the untested Seq. Id. No. 16 are 
commensurate in scope with the claims. 

5. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 3 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Specifically, it is not clear if there is only one oligonucleotide 
claimed in the method. By using "a" sequence instead of "the" sequence, one would not 
know if there are multiple sequences claimed (e.g. whether applicants intend the 
entirety of the sequence, or any fragment thereof) and the metes and bounds of the 
claim could not be established. 

Claim Rejections - 35 USC § 102 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

7. Claim 2 is rejected under 35 U.S.C. 102(b) as being anticipated by Zhang et al. 
(U.S. Pub No. 20030083296, 05/01/2003). 
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The claims is drawn to a method of inhibiting hematopoiesis in a subject 
comprising downregulating an expression or activity of caspase-8 in the subject, 
wherein said downregulating said expression or activity of caspase-8 is effected by an 
antisense polynucleotide capable of specifically hybridizing with an mRNA transcript 
encoding caspase-8. 

Zhang et al. teach compositions comprising antisense compounds, particularly 
antisense oligonucleotides, targeted to nucleic acids encoding caspase 8 and methods 
of using these compounds for modulation of caspase 8 expressions and for treatment of 
diseases associated with expression of caspase 8 (abstract). The antisense compounds 
specifically hybridize with one or more nucleic acids encoding caspase 8 (DNA 
encoding caspase 8, RNA (including pre-mRNA and mRNA), transcribed from such 
DNA, and also cDNA derived from such RNA). The specific hybridization of an 
oligomeric compound with its target nucleic acid interferes with the normal function of 
the nucleic acid. This modulation of function of a target nucleic acid by compounds 
which specifically hybridize to it is generally referred to as "antisense". The functions of 
DNA to be interfered with include replication and transcription. The functions of RNA to 
be interfered with include all vital functions such as, for example, translocation of the 
RNA to the site of protein translation, translation of protein from the RNA, splicing of the 
RNA to yield one or more mRNA species, and catalytic activity which may be engaged 
in or facilitated by the RNA. The overall effect of such interference with target nucleic 
acid function is modulation of the expression of caspase 8 ([0014]). One of the methods 
of treatment specifically names a hematopoietic disorder (claim 18). 
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Thus, claim 2 is anticipated by Zhang et al. 

Conclusion 

8. No claims are allowed. Seq. Id. No.:16 if proved enabled, is free of prior art and 
the closest prior art for the sequence is sequence 16 in Agami et al. (WO/03/056012, 
07/10/2003) which is 50% identical with the Seq. Id. No.:16 of the instant Application. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ELLY-GERALD STOICA whose telephone number is 
(571)272-9941 . The examiner can normally be reached on 8:30-17:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath N. Rao can be reached on (571) 272-0939. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Lorraine Spector/Ph.D. 
Primary Examiner, Art Unit 1647 



